. Hepatocyte total protein synthesis and AST release in response to authentic NOV. HC were exposed to 50% (---), 25% (-U-), and 12.5% (-A-) dilutions of NOV-saturated medium, or deoxygenated medium (-0-) for 2 to 15 mm. HC total protein synthesis over the following 2 h was then assessed by measuring [3H]leu incorporation into newly synthesized protein and the AST release into the culture supernatant determined using a Technitron RA-500
analyzer.
Results are the mean ± SEM of six cultures from one of five similar experiments.
Where error bars are not shown, they fall within the symbols. (Fig. 3A) . At the highest concentration tested (1.2 mM), SNAP induced an 82.6% ± 9.7 decrease in HC protein synthesis. However, unlike NO.-saturated medium which had its effects within minutes, the inhibition of HC protein synthesis induced by SNAP required at least 8 h of exposure.
The nearly-complete inhibition of HC protein synthesis induced by SNAP was not associated with an increase in the AST concentration of the culture supernatants, indicating that these effects were not secondary to direct cell damage (Fig. 3B) . Furthermore, the nonnitrosylated parent compound, N-acetylpenicillamine, at similar concentrations had no effect on HC protein synthesis (data not shown), indicating that the NO. released from SNAP was responsible for the suppression of HC protein The FASEB Journal CURRAN El AL. (Fig. 4,  bottom) .
In the absence of NO., the fibrinogen concentration of the culture supernatants increased over time, but as expected, the absolute production was far less than that observed for albumin. ysis was then performed using the 32P-labeled insert from the pRSA51O cDNA clone for rat albumin. As previously reported (39, 40), HC albumin mRNA levels decrease with time in culture, and addition of dexamethasone (10-6 M) to the culture medium inhibits this decline in HC albumin mRNA expression (Fig. 5) . Whether in the presence or absence of dexamethasone, exposure to NO--saturated medium for 10 mm had no effect on HC albumin mRNA levels 8 h later. Similar results were obtained when the RNA was extracted at 12, 24, and 36 h after exposure to NO.-saturated medium (data not shown), indicating that NO--saturated medium had no effect on the relative abundance of hybridizable albumin mRNA.
Effect of cGMP on protein synthesis
It is known that authentic 6, top) . In fact, 1.0 mM 8-bromocGMP caused a 43.1% ± 4.4 increase in HC protein synthesis over that of controls, whereas lower concentrations of 8-bromo-cGMP had no effect. Furthermore, unlike the rapid 
